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JHHii«W*tt. *HBBSt«««Jft • BW+WSCTf WINDS) 0Mfi^S^ 
3J£ (NINDS-III. Stroke 21:637-676, 1990) KJitlfcf, M^ttflS«S> —3® 

15 #*©#!fflfc:W:* JT^aiJfiL> ^BTFmifiu P«J#m^{-#^M^ffl^ IKS 
* «fc M^ttll^OSn te*£*B b T V i 5 o 
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sBSiii ^K*<a«$ns^it«fcoTjfii?aaaMP^«asn, Mi®©#& 

w%ffim&<Dfr-cz£<, mm&u-y?? (penambra) mm&^zsmmmz&v 
z>mMm<DW>* mjkffi&mmBffi<Dmwi$&zSti&ifn.m<D co 2 Kj&&<D&Tt£ 

penambra ffi«£^pJigto*fe|&K:S %Tt&Wfe&1b*1Z.ib.mtefttitt+tt±t& 
<!:©*i!li£Ett«S»*0^*t^Vi|Sr), jMJ£ LTttRJE5W©ftffltt«||S$tl 

m&mnm&<o&mm^ nmm^. mnmm. snmx (imsttgii^ 

mm mm&m&mn* mMmsmttz) ^zmmwm msmm. aera*, 

t^- y 3 o , u a t* u j— y y ^mrzmmmuMm-cm^ 

tfczmmnfew (mm&dfcttm.) izm*.. mmiz^crzmst^mn. tfimmm 
is^a^nn^^ ai im^m^m-rzit^mmstmrnmon^ 
¥V3tttemtoWBm<D®fcm<D&w • mmmmomm^fsiMmtuzzt^m 
m-rzmmtta^ 
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JE#±#-T* non-dipper. m\Z&WfoEEttn : 1fi*)'1'€Z extra-dipper 

^L«sjiiijESM-r»^#< * ici^ft^i^+^sassfitsBHta 

3ia*fclr>©#2K*T**. fc^Tfc, ACE MFtStt. K»RrtBtK*5tt*7>* 

^><>>ii(aii) ^©«^tcSHTst«iaisnT^is«rt E tzj;o, mmm 
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Wffl&^JT&So Lt^U ACE ES^tt, All ^WJO^^T^^^- 

3i*Sfcfcte*«i«V>. ZZlz. 24 «rM*«i;TSfe^Lfc»JBE^T (T/P Jt<OS 
fffc) mmt'PtzK. m&Lmm&nRTZfe&KDm* non-dipper ^®Mlk 

¥4-3 6 4 1 7 1 % !ft^MJ|S»l^$#r« All tf* AII»IWtUfl 

(Vraamark T et al. , J Hypertens 13:755-761, 1995) ^\ AimtnfcmZ:^'? 
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x>-»n (aid ^tnYfm^mr^it^m^ iifii©B^fK*<t« 

(2) fjfB (1) T>^^>^>IlSSif^ffl**-rs^^*^^Httfl: 
-&#J-?&3iWfB (1) IE«©8I ; 

(3) 7 >^*t- > '» I ItetflftUB l^fH^^ft?) 
te-g-^T&SmifB (1) IB*&©fflh 

-;i/S*w-r*<b-&«iT»sta«E (i) tzmcDrn-, 

(5) T^^^S^IIttttfMJ&tfTfcfc^tt^ (I) 
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>, ^>xitJi/^> yi/^, #>-x-y-;i^>* w;^>> ^s-tf 
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(7) T>^r^>iy>imm{m^r^t^m^2 -x^-> - 1 - [[2' 

- (lH-rh7y-^-5 — OV) ifyjL-)l- 4 -^)V\ *^)V] ^>X-f 

s^V-;i/- 7 -^;^>^T^^Hute ( 1 ) ; 

(8) 7>^^>~>>II^trL^^Wr^)^^l - (v^D^^M"^ 
v-#jl/^-;i,:<J-^>) X^;U + - [ [2' - (iH-rh^y 

-;i/-5 — r;u) tf7m-;u- 4 — r;io ^>x-r ^v-;i/- 7 
-> 7 - N -e* * aula ( 1 ) 1 tzm<DM ; 

(9) T>¥*T>z/>umtnfEm&ftTZ<t&m*2 -ih+y- 1 - [[2' 

- (2, 5-yth'n-5-^V-l, 2, 4 -t+^y77-JH 3 — f ;P) 

IB ( 1 ) IE«^J ; 

do) iHjfii«w*©^ai«dt»ji^-t?**HSiH ( i ) mmom ; 

(11) JKifii^SO^at^^W^^T^^MIB (1) $Em<DM; 

(12) I^Jfa^lSp^O^jt^^S^^T^^StrBH (l) mm<DM; 

(13) BfJfiL«l»#®«Btlg^B«^l£»f^|«iFT&«fflG (1) IH*0»J ; 

(14) T>3r*7 L >>'>immftm&&TZ>{t'£®s Wn|<7y^&li 

(is) T>^^>^>imm^m^t^><t^m, wo^^mu 
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(i 9) m^mmo^m^o^m^rcimmmm^rz^ommomm^ibo 

<»mwmmmmotom&it.\s&m ; «jfa«i»*«<0iK«ii ; bum?**!*©* 
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£*Us:t^\ -f 5 ^1/-;P»*#*1«pHHB 5 6 - 7 1 0 7 3^*, #|H§0g5 6 
10 "7 1 0 74fm #iiS5 7 - 9 8 2 7 0f^i, #iB§5 8 - 1 5 7 7 6 
8f^i, USP4, 3 5 5, 0 4 0^^USP4, 3 4 0, 5 9 8fl:i^ 
2tt, ^cEP-2 5 3 3 1 0, EP-2 9 1 9 6 9, EP-3 2 4 3 7 7, E 
P-4 0 3 1 5 8, WO- 9 1 0 0 2 7 7, 6 3 - 2 3 8 6 8 *4***S«fc 

rflWFl - 1 1 7 8 7 6#4MI*fcH3fcA3nfc>r 5^-;i*§##wi5ss 
n, USP 5, 1 8 3, 8 9 9, EP-3 2 3 8 4 L EP-4 0 9 3 3 

2^imi¥i-2 8 7 0 7 m'AnmzteVn-ji,. V?*S-)l,&J:VhV 

7V-)vmm»ffim^ti. usp4, sso, 8 04, EP-0392 

317, EP-0 3 9 9 7 3 2, EP-04 0 0 8 3 5, EP-42 5 9 2 1, 
EP-4 5 9 1 3 6*S«fctf#H¥3-6 3 2 6 4^1it:^>X-f 5^^- 

20 ;m##atWw3*l, EP-399731 *fctt71f >T >r tl* 
EP-4 0 7 3 4 2»fctteU5K>»«*fe&t||3ft**l, EP-4 1 1 7 6 6^ 
£tt*^/U >»«M*:*«IB^$n, EP-43030 0^(3tt^>^>^^ 
tfWwSft, EP-43403 8 *Ktt«K^r 5 ^»/-;HI##3fttWw*tl, E 
P - 4 4 2 4 7 3 miZteV U ^ 5>>5>*>B*##M^Sft, EP-44356 

25 8#{3«^X/tfU K>R*#*«IH3R$n, SSiC, EP-44 58 1 1, EP 
-483683, EP-518033, EP-520423, EP-58829 

9, ep-6 0 3 7 i 2mizitmmmit^mm^nxu^ e 5^-?- 

^ ^ ^x^r^^ ^XhU- (Journal of Medicinal Chemistry, 3 
9#, 3^, 6 2 5-6 5 61, 1 9 9 6^) fete, d n 6 <D *> % Oft&ttttft 
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f^fflSWtS*^^ Httft^«Tf»ntf, to*l£fflVvr£l/^\ t£frXh> u 
+h;i/^> (Losartan (DuP753)) , X^PW> (Eprosartan (SK&F108566) ) , 
5 fty^lVZy yl/^tf^ (Candesartan cilexetil (TCV-116)) > /W* 
(Valsartan (CGP-48933)) , "r)V^)V^> (Telmisar tan (BIBR277)) > 
-f ;i^+)-;i/^>(Irbesartan (SR47436)) , ^Vit^^XTasosartan (ANA-756)), 
^^it;i/^> (Olmesartan (CS-866) ) £ ^ZSZtlZOftrnftfeWS. (#>^ 

a a. ^ (i) 
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±155$^ gtt-CH 2 - -NH-, -O-^fcte- S (0) m -£^U > = 

z, >=z ' &d;tf>=z' • i&tn^ntum-jm, )i#-)vm*rz 
itmitztiT^Tb^ifonm? (&l s, s<o), s(c» 2 &£) (#£l< 

nzmm^mmz, m^ommm^m^Lxm^m^m^Lx^x^^^ r 



N— j 



CsS*, i«-0-£fcte-S-£^U j te>=0, >=SXte>=S CO) m 
£^cU m^BulBiHSft^r^f ] (te^Tfc, 2, 5-yth'D 
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_ 5 _^y_l, 2, 4-Wy7l/-;H 3-<;K 2, 5-yth'D- 

2, 4-t^7V-;V-3->f;k 2, 5-ytFD- 
5 _^y_l, 2, 4-f7y7 ( ;-;H3-^;K tOtoH 2, 5-5?k 
HD-5-t+V-l, 2, 4-m->*77-^-3-<;W 
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T^T%>«t^fi» (c,. 4 ) 7;w*;p**fcttT->;w» (flu is^ (c 2 _ 5 ) 

li^nT^TtJ:« (C,. 4 ) 7MiH<ttT[l flIAtf, (1) A 
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u?>W,^ -ho, &m ( Cl _ 4 ) r;k^;k fif* (C x _ 4 ) T;m*->fe£ft 

ho^>s;Ma , (2) « (c,.,) T)\,u*r*/-mk (c IH ) 

* >h4^>*^;k Ih + y^mf) % (3) 5£-CH (R 4 ) -o 
COR 5 Cx^, R 4 « (a) (b) «*»l-6©it«fcL 

<y^;k t-^;k n-^>^;k -r v^>^;k ^^>^;k^if) , ( C ) 

jK*»2-6 0it«t)L<tt^tt«©iSJ|R7;uy-;U||^fett (d) mm$k3 - 
8 0^P7WI (#J, x^D^>3S>k v-^p^^k ->^d^\^;i^ 
&£) R 5 « (a) - 6 ©ifi[«|fe L < tt^3KttOfi»T;^;i/ 

* (0>j, ^;k x^;k n-yptr;k -f yyntr;k n-^;k -rv^;k 
sec-^;k t-^;k n-^>^;k < y^>^;k ^<>rP;k%<*:) „ (b) 

**»2-6©iMI*)U<tt»tt«0«»T;i'drri;i,ai, (c) ^3-8© 
y^DTWS (#1, 5>^P^>^;k 5^ P^S^k v-^P^y^k^) 
t>b<tt««l3nT^Tt>«k^TU-;P» AD^>gf, -hD.iii ( C 
L4) T;k^;k ftft (C;_ 4 ) T^n^^.if^LT^Tfei^yx-^^^ 

p-^pp^>>?;k 7x^^K ~>^p^>5P;u *5P;k p<M^>;k*^ 
;k^<i:) , (d) ^it 3 - 8 ©y^ D7;^fe L < tti^^tlT^Tt) 

tu-;ps («, ADy>if, - ho, m (c,_ 4 ) r;^;k fis (c,. 
■£fttzmm&2-3<D{&my)i5--jm ^>±^)vm<D\±~)v. yp^- 

;k TU;k -fy^o^-Mif©7^z;^$j|ofeo^£) , ( e ) mm 
^nx^Tfei^ju-^i («, 7i^k p-h>;;k t7fjno/\D^> 

BFf% xhP, (C x _ 4 ) TVM^k (C x _ 4 ) 7J^+y«:i^tLT 

tt^ttttOttftTVlo*^* W. xS+k n-7*n^k 

P#*-X n-T'h+k 'fV^h+k sec-yh^->, t-7^ y> n-^> 
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-8(D\$.mhh<teft&ft<D&m7)ltr-n3ri/m (09, <V^f 
-D*vfr£) , (h) ft*ft3-8©'>^D7m**'>I <0!U ->^P^ 
>^;i / ^v % yi7D^yM^y« y^P^M+y^i:) , (i) m 
it3-8©y^P7^ (011, ~>^n^>^;k ->^n^vM s^o-^ 

hn, ftR (C,. 4 ) T;^;K «ft (C,_ 4 ) 7^3*S/tt£t*bTV»Tt)J: 
^7x-^^fc^7^S^«H) tii^nfcl$tl-30<£17^^y 
« (00, ^>-^D^->, 7i^D^y, >^n^>^;U*h*~>, 

7;i/3*5/«*#t>fc©fc£) , (j) ^3-8©y^07W (00, ~> 
(Ci _ 4 ) yjm^v^^^WbTViTfe^V^x-^Sfc^y'^^^) 

*->*fc#ofc©fc£) (k) M^^tiT^TfecfcViTU-;^^^* (00, 

7l /4:y, p -zhP7i;*y, t7h*yWoy>I^ -ha, 
(C : _ 4 ) 7m ft* (Cx-4) 7;V3*y^t^fLT^Tfei^7xy + 

(Cj.4) 7J^JH*fdi7yJH (00, ft$fc (C 2 _ 5 ) 7)VtiJ^)V, 
Tfc«fcVi«» (C,. 4 ) 7J^i« (WISbfcR 1 i:bT©^^>^^L5^ 

S<z>#tig£LT0y^£nfc r«ftsnTViTt>«tvi«» (c,. 4 ) 7jw***j 

7*3*->, lfcV>b2«0ft» (C,.,) 7;MF^T«**nT^T>bJ:^75 
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y77> N-hKo + yMA'M5H;H (-C (=N-OH) -N 

5 h.) . *5^iiMsnwt>±t»iaR (c,. 4 ) 7;^;ns^tt7v;n 
-c-tn^n&mztirz en tj;i^^>;^ (2) ^hr^/u jum, o) h 

U7MD^^>7M>i7$ HI (-NHS0 2 CF 3 ) , (4) U >KS, 
(5) x;i^>B63k (6) N, S, 0©5'5®lffl££«2fl£U:£"£ir5~ 

io fi, it¥W£Kfoiz<k<o, R'^mznzm^^y&wj&LozmzmcDzm 

R l £LTtt, K»$nTViTfe«k^«» (C,. 4 ) 7JW («, h 

'J7i-^f;k ;*b*v*^;i/, iht^^K p-* N*^>>>;i/, 
P -zhD^>yMf) t>b<ttT->;u* («, <g& (c 2 _ 5 ) 7)Vijy-()v t 

2, 5-s?tHD-5-t*v-i. 2, 4-^-y-^Ti/-;i—3— r;u ($? 
£*fifc*-3amfe&*i s&tt2-p*5fift (c a _ 4 ) -co-, - 

°-. -S-, -NH-, -CO-NH-, -0-CH 2 -, -S-CH 2 -, - 
25 CH=CH-&tWf^tl5. 

MEi^ n«l££tt2 (ffSKlii) ©SEScfcjST. 

M&7jkl>. illliLTd #IAfcf, (1) Any> (m. F, CI. Br&£) , 
(2) y7/, (3) -ho, (4) ««;*ftTtr>Tt><fcHK« (C,_ 4 ) T)ls3f 



WO 01/05428 A ^ PCT/JPOO/04830 

^ 17 

;k (5) (C x . 4 ) 7*3**. (6) W«EnTVvrt>J;V>75/« («, 

75/, N-i&m (c^ 4 ) 7***7=/ m, /f^rs/^a , n, n 

-zS&R (0,-4) («, 5?*^*75/fc£) , N-7U-* 

75/ (#8, 7x-Jl/75;at*) . HSi:£75/ (0*U ^*'Jy. tf^Uv 
/, tf-^*/, N-7x-;V^7i?/ft2) fc£) > (7) ^-CO-D' 

<m cc 2 _ 6 ) 7*#/-om-*-> <0K 7-feh**, tfnD'f^t*^^) . 

(C,. 6 ) 7*3*->#*tf3. ***<> («, ;* h**#*#3.**-**, 

ih*->*^^t+*>ftf) (c 3 _ 6 ) ~>*o7*3*->:fr* 

viTfei^fiiR (c,- 4 ) 7*3*->^T] -vigtioznzm, XH (8) s& 
u5 5i©ft«stUT«ssnfc r«ftsn-c^Tt>«k^«» (c x _ 4 ) 7* 

**gj £l3filfc ! b<&#H£tf£ttS) t>L<te7~>* (&U i&Wi (C 2 _ 5 ) 7* 

nx^xfe^^is^ (c^,) 7*** w. 7mm. #*#***«, Any 

>ft£T«»£nTVvr*>«fcV>{£» (C x _ 4 ) 7***fc£) . Aoy>ftf# 

ti/Tii (i) x^T-;wb*fctt7SHfls*n 

T^Tfc£^#*^*>-*S> (2) xh7V/U*». (3) hU7MD^^ 
>XJ^>i75HI (-NHS0 2 CF 3 ) , (4) U (5) 7Jl/*> 

T^ttxfc^isft (c x _ 4 ) 7***Sj fcra«fct>©**#tf&n*) feb<tt 
7 yjH (#y. &m (c 2 _ 5 ) 7^/-f^ ^>y-r*&£) «^nt^ 
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m«a;-co-D [5$*, d« <d *gts> (2) «ftsftTHT&«k 
t^r^y (fciAK£ r^y, N-ig^ (d. 4 ) 7;W7 5;, n, n-^® 
k (ci -4) m^T^y/it') (3) iisnT^Tfci^jj^ 
(i) 7)v*)\,m»ifi*m&, mm^nT^xh^r^y t 

^7, N-{£^ (C,. 4 ) 7W75/, N, N-zs&m. (c a _ 4 ) r;k*;kr 

^y, tr^u~>v, t^u^a , ad^>, ( Cl _ 6 ) t\>H3*>>, 

(C,.,) 7;i^;k^3\ i&m (C 3 _ 8 ) '>^nT^3^^*siitt«*$ti 
TiriTfei^^+y kx;u («, 5-y^-;>-2-^v-i, 3->^*y 

k>-4-<;k££) T«»$tlT^TfeJ:lr>fi» (C,. e ) 7;k3*»>£, $ 
fctt (i i) ^-O-CH (R 6 ) -OCOR 7 Co**, R 6 te (a) (b) 

^^i-60fi^t>b<«^^©<SiKT;wws (flu y^;k x^;k d 
-7°ntr;k -f yy*otf;k n-y^;k <y^;k t-y^;k n-^>^;k 

<fV"S>3\>k *^><3Mk££) , (c) &*»2-6©iM*>L<tt#tt# 
©ffi»7;i/^r-;P3l*fctt (d) M3-8©y^D7JWH 5>^D 
^>9\>k v^n^^k v^o^y^&i;) &tkU R 7 te (a) j^m^ 
i - 6 ©li ^ k SMtoiii7;^;n (#k y^;k x^;k n-yntr 
;k -f y.yotr;k n-7*5P;k -fy^k sec-^;k t-y^;k n-^> 
^;k ^y^>5^;k **-^>^&£) , (b) ^*»2-6<oitiBfci,<te 

ft&tk<Di&mTfrdr=.)m. (c) KiS3-8©y^D7WS (#K 

cfc^7U-;P* («, Any>Rf, -hn, (C,. 4 ) 7;k*;k (C 
!_ 4 ) T;k^ + ^75:£€^UT^Tfeck^iyxri;k^^«^->'5 L ;k*^<i:) tl 
Jfe$nfe^*fti - 3<DWBC7)V*)V2k (#U ^>i/;k p-^Do^>;/;k y 
x*^;k ->y n^>3MM5^k ^n^->;k*^;kk£) , (d) mm%L 
3-8©~>^DT;k^;PfeL<«sm$nT^Tt>ck^TU-;k« Any 
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>1TF, -hn.ift (C,. 4 ) 7)\s*)\>, ®Ml (c^) 7;i/3+->3i£&ft 

\^y^)vmt^E) . (f) ^|gci-6©a0 i bb<^«^<Di£^T;i/=i^ 

<y^h^X sec-^h^v, t-7"^>« n-^>^;kf*->, -fV<>^ 
10 **~>> tt^rfrttisHE) , (g) ^t2-8 0EifcL<«Mt 
©iaTJ^-D+v'S (#J* <V^r-0^^if) » (h) m 

|»3-8(Oy^D7Wt+>'l (#J> y^D^>W^y, ^da^ 

;u (#1, 5y^D^>^;k ^□'v^S'Jk w\7°^)ifc£) t>b<tt«lft 
15 snwcfcinTU-^s (flu Aoy>*^ — ho, (c,. 4 ) 
*;k ^« (c x _ 4 ) 7^3+'>&fSfi/T^tt)J:^7xz;«fciit7f 
Ti«$nfcft*ft 1 - 3 ofi»7;^+->i ^>>?o=^>, 

7 1 |fD^>, y7D^>^h*y> a^isfr* b^UZto* h 
20 > (J) »3-8©yi7D7W v^a^>^;k 

ADy>gf, -ho, (c x _ 4 ) x;i^Jk i&m (c,. 4 ) T;m*s/fc£ 
<Dmk7)vtr-a*ri'm v^^D^^tf-o^, yo^-o^y, 

25 7UD**X <y^o^-D+yft£©7;^-D^'>»S^t»©&i:) 

(k) RifeSttT^T&.k^T'J — JV^^M (M. 7x.S*Fis* p- — hP7 
iM-X t7h + yf©Any>If, -ho, <g;g& (C x _ 4 ) XJl^;k i£ 
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ftMtVTlt* MtUf. -COOHTO©!, -COOMe, -COOEU - 
COOtBu, -COOPr, tfA*o-T JVtf-Jl* 1- (is$u 

v-i, 3 - vt+y u> - 4 ;w h+^;^z;k Tth*is*b*~> 
#;kfc;k -futt-u^is* N^>#;M*-;k D-^fijD*^ h=^>£ 
;ktfx;k -fV^ijD+y^h + y^Mzjk l- (lh^y^M-D + 
-» ih+->M|-;K 1- (Tirh*-» ih^y*M~;K 1- «y 

#;k#x;k ^>7-r;p^^^ ;k y>t5o+yMfcjk 

dfcD^rt^^i*) t\ ^rcit<t^mzm<^> coo-, -^co^#: 

-hfSR 2 £LTte, 5S-CO-D (5£*, Df£ (1) jfc^SXte (2) 

;^^tkk»> 75/, /\ny>, atm (c 2 _ 6 ) TVk^/^k^v 

Tirh^->, }±nu^ frttism) , (C 3 _ 8 ) y^n7M;^M+ 

X h^>#;ktfx;k3-^;y-^) , feffll (C 3 _ 8 ) y^D7J^^yijj^- 

p^-> is?u^*i/)Vtt^t>)i-&-)V-*3ri/m) , <£m (Cj_ 4 ) 
n^xttftR (c 3 _ 8 ) S'^nT;ni^'>-e«lftsnTiriT ! b < tvi«jR (c x _ 
4 ) T;io*->£^T3 T3tt>$n55*sfftL<, ^Tfcigi^ (C,_ 4 ) t;^ 

(2) 7;^zjps ( (3) 7;k^x;^, (4) y^D7WS, 

(5) 7'J-;l/S, (6) T^;U*;i/g&£##tf£n5^\ Wt)7W 
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ME (1) OT^itL/Ttt, ft*ftl-8Sft©«»T;i/*;waTlltft 

7^;k, -fy^k sec-y^;u. t ^>^;w, i -^<>^;k ^ 

mum, M«o^fnTt)j;<, #iiA«tf-;k ^o^-jk 2-^x-;k 
3-^-r-;k <y^f-Jk 2 -^xx;k&£a*<&tf &tis. 

Mis (3) oyjk^-MtiTH K*ft 2 - 8 gg©fi»7;i/+-;HT 
iEH^ W©^fnTfc t t<> fli^fcfx^xju, 2 -^Dtf-;k 2-^ 
io -Jk, 2-^>^— ;k, 2-*^x ;n&&a**if e>n^>o 

ME (4) ©y^DTWIiUTd ft*ft3-6gSOfi»->^D7;i/ 

±lBUfc7;k^;k*. T;k^r-;k*> 7^^n*fcJi->i'D7J^;i/itt 
is tK^S, ii^tiT^Tfeiwa/s (flu ray, N-<ggfc (c^) T;k 

^7=A N, N-5^6« (C x _ 4 ) 7JW75/^t*) , AP^>, {£m (C 
,_„) 7;kP^'>», ^ (C 1 . 4 )7JPWtSJ5:£Tf^$nT^T i b«fc^. 
ME (5) ©77;Wk5tLTtt, #|*.fc£^>^;K 7xW&i*©7i 
(C^J 7;k*;k£t<H^£tf<E>*l, MIS (6) ©7'J-JHtLT 

20 tt, «^.«7xn;^^»»f ens. 

fj^.tfAPy> (#K F, CI, Brftt') , -hD, li^nt^Tfeil^ 

7sa n-{s^ (c^) T;u^;kT^y, n, n (c, 
_ 4 ) 7Wk75/&a . (c,. 4 ) y;kp^-> <«, *h*->> 1^ 
25 , &m (c,. 4 ) 7W;^t y^;k^, x3\H^a-fc£) , 

(c^) r;wk (#K y^;k> x^;kfc£) ftf^bt^TfeiK 

^Tt>£^7;Wk£*:te7;k^x;kS («, tK^S. 7^/S. Aoy>*& 
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&tt«» (C 2 _ 5 ) T^^r-^S^i*) W£L<, tD^H fift (C.g) T 

5 ffc**2S£j K&ttS r/sfDffj turn -O-, -s(0) m - [mteO 
&(^L2©SII££^t-] , -NR' - [R' «7jc^^^f c «^ (C x _ 4 ) T 

±t2vrct^x'h, R^Lm -o-. -s(o) m - [mitom^2<Dm 

gfcSr^T] Xli-NR' - [R- «tK^^X«^ (C 1H ) T;i/^;PSr^-T] 
10 ^LT^tWTfcJ;< > Any >£> (C,_ 4 ) 

)ll£fzit&®. (C 2 . 5 ) T;P^r-;US^ ( i:^$?^L<, tvt>rt, i&m (C^g) 

it (i) ^$n§T>^^>^>ii^f^ ffl ^-r^>Yt:^05^Tfe, 

15 5£ ( I ' ) 



(it*. R 1 ^ (i) #;i^4->;i/g, (2) zrb^vvjimiztzte (3) a; 





N— i 



N— j 
H 



Cit*, i «-0-£/ite-S-£^U j«> = 0, >=S£^te>=S(C» 
20 m £^U m«Suf2<t|pI^«^-r] -el^tlSS^L, StA&g^SR 2 ^ 
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AD^>^i:tli$tlTUTfeJ:^Ii (C,. 4 ) 7;Mp;W££) £fcfcfcAD 
£W2&V^>-tr>§t) £j*U R 2 (i^-CO-D D« (1) tKBSS 

(2) t;u^;^»**tKB6S, ray, /\ny>, <s» (c 2 _ 6 ) t;p* 
y-r;i/^-> m. tfAD-r;p^->^£) > te*R (c 3 _ 8 ) ^ 

i7D7M/<^^ te» (C,. 6 ) 7)ln*i/-t))\>#-)Ur*i' * 
h^->*;U#— ih+y^^i^y&i*) . (C 3 _ 8 ) -> 

<E) , (c^) 7-;u3*'>sfctt«« (c 3 _ 8 ) ->^d7;^*->t?i«s 
nx^xh^i&m. (c,. 4 ) T;n:+v^r^-r] -C^fo£*l£S£*U 

R 3|i-0-. -S (0) m - [m«0fc^b2©SEft«:^T] Sfcli-NR' - [R' 
ttTKMC^fcttffflft (C,. 4 ) T^^^T] ^LT^tT^Tt)J:<, 
tK^S. 75/l> /\ay>iil«SR (C,. 4 ) TJ^ + ^eS^nsi 

ft*-T?«*£ftT^T*>«kirHft» (c^s) (c 2 _ 5 ) t;i/^- 

~)V& (»^b<«> (C,. 6 ) T;i/^^/t«M (C^b) 7;i/3^>; 
j:0^b<tt, xh*-» ^^-Tc ) T?«Sn?»^>X-f 5^l/-JP- 7 - * 

2-ih + y-l - [ [2' - (lH-fh7V'-^-5-^jW k'^iZjk 
4-^)1] **f-M <>X-fi^/-^-7-*;^>SI [CandesartaiO , 1- 

_ (iH-f^!/-;i/-5-<;w t:^x-^-4— <;KI ^>x-r 

5^n/_;i / -7-^;1/^4 1 v'^— h CCandesartan cilexetil] , fcfAD^OM-^P 
->*5^ 2-l^y-l- [ [2' - (lH-fh77-^-5-<JW t: 

-I^y-l - [ [2* - (2, 5-i?kHP-5-^V-l, 2, 4-* 
±feL£^>X^^/-;i'^Mfcte. EP-4 2 5 9 2 1, EP- 
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459136, EP-553879, EP- 5 7 8 1 2 5, EP-520423, 

ep-66827 2tea\zftM<D'£to<Dxmx\ttnizmcfz*mt£}iiz&K)& 

&tZ>Z\t-tfivS%£TZfoZ> 0 Candesartan cilexetil Zm^Zm^lZiZ. E 

p-4 5 9 1 3 6 \zmm2nrz%7£fccm$£§k&m^z><Dtf£i,^ 
jvmm^m^m^-r^m^. mmi&m m. ^ku^a, ^u^icyM 

kfnU>, i^7-JI/75X yx^;-j|/7$X h 'Jl^y-^7S>, ^ 

7 y**T yyy\ miKftm tttzik-smtfir =l j mmcDi&mmm&m-rz 
mmm^mm mm. mm. mm, mm. mm. mmm, m 
m. 7uid*ym> b>)yji-*nmm. y^m. m&m. ?w 

ym. z^ym. n/\?m. vy^m. ^^yxjv^ym. ^>-tf>x;i,*>^ 
p- hJVJiyxj^ymm) . Txn^^fym. Vfrtmymts.zcDmtkTB.y 

mmtoimmtf^nzo 
*%wx*m^^n&7y^*^yyyutefcftm&^rz>it%m mr. ai 

I fg&Lik&yotVfiT&Z: ] (D~fU Y'yy £fl~3i. £.fcfa\Z&tfZ>±Wgz 

ftTT-mm^mmiz^zKmiz&QAi immt&mzmm-rzit&m. rfc 
t>-*>&mmzm<t. m.7t. na^^mm^mzwxAi itgtfuk&ymzmtTzik 
mmmz^^uu7K^mrjiii^mz.LTA 1 n^mt^mizmtr^it^m 

£^5. A I I felfift^O^O K 7 y l/TIt A I I m&H£-&yo<D7 * J 
MtfTyjWt. 7)V*Mk. K>/uMfct£tlfzik&M (M. A I imHk&m<D7 

5/sa*x>r:3Uv-r;wfc, 7^-Mt. ^>ws yts)i^-Mt. (5- 
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e r t --f^MtZtlltVe&mtzE) ; A I I J&tfMfc^&CTKKStfTvOWl:, 
7)V*Mk, VMMt. KSlMfcSftfcfc'&tt (#J> A I I &#i{t£^<£>7R^« 
IfiTttMt. /VV^Y^Mt, -funj^Mt. tf/lD'OWfc, W^-Mt. 
y?VMt. 7^x;Wt, 5?*^;KT5 / *?-)Vf>)Vi£-MtZntcikG®t& 

i/jix.xrMt. (5 2 -^V- 1. 3-v ? ^Vl/>-4 
— r;W) /^x^rMfc, ->^7 D^yM+y^jMxjl/t^yx^l/XX 

A I immt^0)^u K7*;^ JEJIIS01 9 9 O^J rgmffl© 
Jg7#»^«tH 6 3I^?> 1 9 8HlCf3ife£*rO>5«fc-5te, 

iziz^O. m%W)fy) th, T^X. 5s/K W*r* -<X* *xu 
tfh _ ;k ^>^>, a<bx>^>. f+Xh'JX tta-fe^P-X, 
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n ^ -> y p \± ; y ir ; 1/ o - x & £" w m vf £ n -5 . 

n— ;k -/Ptf^>^U3-;k #Ux5Pk>^Un-;k p't^k b^pp 

^'J^-^ D--^>-h— ;k $ISi^>yJK x^/-;k 

h'J77=y^^X □WfO-^ h'JX^y-;i/75X M^^-hU^A, 

u^^hj^a, 7^u;i^7^/yDift>t, u->5=->, i&^>+f;kp 
mzJiS&v tfx;kr;kp-;k /j^u tf-;nf P'j k>, #;k#^->*^;Hi;kp 
x^;nr;kp-x, t Kn+y^o £;Hr;i/n— *&£©JH7Ktt«2^ ; 3j?uv 

xh-;k D-v;nfh-;k ^K^^if^tfen^o 



WO 01/05428 




PCT/JPOO/04830 



e ommmtsi E&m e> n 5 . 

fcjfm&u-*^ (m. m%^*m&&m$--)\'&M<D7)v^~vi±M.t<zE) > 

^.^m (&U S-tiu^y. puuy-OV. ^>#^&£) UEifimi^ti&o 
^□#:/-tr;i^^r?f) , 3S*^ «fc?J. ->0 77i, mmmteEvmnM ; 

&£.zs&ttm &m\H8LM#u ffimft&MftL m&mmttm. 

es^tf, ^o^J^^ wjK^k:, #i;u£«^J (#u en, x>y>, 

(fl. 7f7'J>i7^y^, #ui^>^3-^6 0ooa 
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4 >¥?z>z£iz£vmmtsftz> 0 

^;Ut Ha + ->x^;i/ir;i/D-X^:i:coiz;i/D-xmi«^ ; si? 'J tfx;U7-fe^ 

£) , D-A7 7Kt) , /^7^'J»*U7-LD [t-f K7=^^hL 
- 3 0D 5 5 OSiS^) , D-A7rKtt] » *$T9 U JUfcnsffU "7— S 

;Pn— *^K$HP; 7^/7;WM^7^UI/-h3#'j7-RS c^-r f*5 
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&mU* m$Mfr*tt®.M (#1> *UViK-h8 0, ^U^^->X^^> 
®fttYy?fi6 0&i:) , ^'JX^l/>^'J3-;U, ^^)V J t)Vu- 
«u, #ic^a (#i5 0k g ) t:ins#t^^« waa^T**^: m t 

001~5 0 0mg, $?£b<«0. l~50mg^0, ^©M1H1@~ 

jmee^^j, mmffifemm. mm&mm. jk&mmnu tfisk^mm. mmmm. 
mmmz&^xmxiz, Mtic^LTfei^. »j^c«»i{kufct>©*« 



WO 01/05428 




PCT/JP00/04830 



30 



(om * <DM<m &<smTz> t > zf)v 1 2 u&>± omm &m m \zm& v xmm-r & tz 

mmiz. $>z>wzmmm$:&^T'iM*\z. m~Mmz^-r^>rztb(D^ybm^ 

mw&& j *-rz>mm<Dtzmffl&wtm^ 2m&±<Dmm*\5\miz&z>wtmrmm 
& & ^ tsu * iz&s-tz rz tb vmmm ^ v h m) & e & *f&m <d mm s n 5 „ 

^miz^n^kimn^m^mr^it^^rzit^rom^m^m^tvx^ 
^T^mM^mm(Dmm^mm^fzitmMwmm<DW:mm(D^km'mmnmmt, 



WO 01/05428 W PCT/JPOO/04830 

31 

(1) f3>^)V^> 3 0mg 

(2) 5* 1 — X 9 Omg 

(3) WtmSkWB-X 7 Omg 

(4) Xf7'J>^^^^ 1 Omg 

lXZf±)l> 2 0 Omg 

(i) , (2) t (3) (4) oi/2*ig?pbfc^ mmt-r&c Z\tl 

(1) *>5 S U'^> ^V^r^L^-)V 3 Omg 

(2) 5* 1 — * 3 5mg 

(3) 3 — 3=" 1 5 Omg 
(3) IRttS-fe^D-X 3 Omg 

(5) Xf7U>iV^y^A 5mg 

1 ft 2 5 Omg 

(1), (2), (3), (4) <D2/Z&&T$ (5) <D I / 2 *mto\stz&. 

m%L<t-rz>o mo(D (4) *5«fctf (5) &z<Dmmzmtt&mzta&i$mT2>. 

^xp^fcm&Lfc&ftM&^y h(SHRSP) ^W-**>5 f U"J^> ->U*-fe 

attt shrsp shrsp ««jg?iwu m^^^Mv^romm^ 
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WTm^^ (i&^lkJ£U^) ^MtiL2-&Z>Z\£:ibm&'£nT£>r> (Vraamark 
T et al., J Hypertens 13:755-761, 1995) , JBjfii«S»8lfflSti^»»$nTlri 
3 IK IZ35 ^ T, ©1KB £ L T F^jg <h & £ifoff # ^^(3 <fc £ 

+m^> ~>u*±^M*24 mm&m\ST$:fei,rz&j£{tm&5z$iTz>z\£\z 

n^mtfmm^&z. -zziz. mMmzmx.. mmm. >bmm. wmmtzzm* 

<> ^<Dt€immmm£-v$:£\zii!if£$:Tifz>z\tiz&D, z.ti6&wm<Dffimm 
m<Dmmmmiz±^<m^v. mmmzit. mikmMmn^mmm^^miz 

( 2 ) timmmmm : 
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<D^m^^mmm±. mm^mnom^mMUEiz^^^m^mm^^^ 
zt. (nf-kb) *mmt^m*m7km^<Dmm.*mm-z^z>z\t 

(Hernandez-Presa M, et al., Circulation 95, 1532-1541, 1997), £fz, 
nmte£frZ<D7V-7iSfi)l><Dm<£&m5£-£^Z>Z\£ (Zafari AM, et ah. 
Hypertension 32, 488-495, 1998) \Z&V). Plfc^S^&fcffi* (Dm^Wm 

n<b<D ah \zmm?zmm&wmr%ztiz£D.mzmiki£&fe%i'T z><d&u 
^mmmm^m (^to no m&nM) . mmum^mta ^z^k>, 

(3) mmmte£v>fc&^v>&ffi 

t>y^)\>$y i/Vtt^-Mt. ^mz^-c^ >7U>iStt^#t5 

(IimuraO. et al., Am J Hyper tens 8. 353-357, 1995) Z\ ttftefthte-oTte 

%m&Tiztti&istzn* (Dm^cD&jEiz^ k> > m^wm<Dmma^zm^^ 

( 4 ) m&mitm ■. 

\Z&Z> penambra mt&<n%L&rt) i '*!ffe~Z'&Z>° 

fc&WT >^^t->v->IV (angiotensin 3-8) U£<D7 '>3r*-y->S'>'V7* -f 
Kg^oT&iSnSui (KakinumaYet al. , NatMed 4, 1078-1080, 1998), 
£fc AIVfj:^:C?5T>^5 L >v>^^< H^flgjfilMJitDf^ffl^tBIEt^bT 
I,** (Wright JW et al. , Brain Res Rev 25, 96-124, 1997) 
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nxa<o,±i>^)v^> z/U3r j £3 L )in-$-\z&z>ztiz>(D^'7&'( k(aii m 

( 5 ) Ifil^^-.(D^» : 
5 All mmz<k<0. J^ } J Xn^jL^XDM^mMz^^^ U v h©_h#, 

fc^e-TCch (Grafe M et al., Cir Res 81, 804-811, 1997) ftm^ZtlT^&o 

(l) > 43d;D->n >#3r-y->m$imffl (4) f^ffl^^^^*nW^7t«^ 

tfFmiz£totfn.&Bf&$:$iimL. M'mm&&mtsi£z>z.£iz£r>, mitmnwv 

(6) M<DfeWMt(Di%m : 
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5 m - mmwmn* 
j<m i as^so. 

5. 7>^x>'»HitJrLf^ffl^WT^^W^ (I) 



^§2^1, R 3 (jATDHf^lT^lt^Tt)ct<, e&S£WLT 

#>-j^;i,^> ^j>^it;i/^>> a;hj-;i^>, ^;i^+)-;t^ 




10 
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7. T>^^-5 L >>'>im$tf^ffl$^r-rs^4&**2-Xh^5>- 1 - [ [2' 

- (iH-fh77-^-5-<;p) t'7xz;i,-4-^jH *^;K) ^>x-f 

#;i^x;m-*-» x^;u 2-ih^>-i- [ [2* - (iH-fh7V- 
Ji-5—iJi) f7x^-4-<;w ^>XV^^V-;t/-7-^;p 

9. 7>tt ; r>i'>Ut£&iftm&tiTZi£&m&2 -ih^>- i - [ [ 2 ' 
-(2, 5-ykKP-5-t+V-l, 2, 4-^tj-^T^-;P-3— f ;W 

i o. mMmm<DmM&im&&mT;&&m&&imm<Dm. 
1 1. Kjfeffw#©«*^d*«#^T*s»^ii3iK©sy. 

l 2. KJb«M*0«bft£^SjK«E^T«SII^J9llG«0]«. 
15 13. KJfil«l»©aa«g^H*^S»ff|»#T*S»*«l|E*©»J 0 

1 7. iuii«i*©«*©a«*&j4j^^ 
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